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^t-^i^Jiit ( 9 ) \,Zi5\,^XR10ifi-C (=G) O 
H (GJiHuiafclilll) X'^s^flhit-^-^ ^mt^^'f 

WMmi\>z^Ltzm. rS^fig* [^(14) tCfcV^ 
TR9*«-NH2T'^$iX|,-fl:-^*^>:{33t: (9) \.Zii 
l^TRl 0*>'-NH2T'S^$ixS-fL-^] t^^ii-S 
C t (c J; -> -Cff a ^ -g. . 

[0060] ttz, ( 8 ) \,zii\,\X 

R9i}^-c (=G) OH {Gimutmm) x^^tih 

-fb-^^^JS^ (9) C-fcV^TRl 0*^-C (=G) O 
H (G{±BaiBfc|Hl^) t'^n^ixS-ft-^] ^^on^S? 

^ (8) tClDV^-CR9*^-NH2T^$ix§-fb-^ 
tJtJi^ (9) {CiJV^TRl 0*-'-NH2T'^$*lS{b 
tm^^-thZkizX-oX^oZ-ttliX'^t. 

[0 06 1] ^h^z^f^. '^m^^mni. 'Ji^^'n^ 

i^;U;*;P;J^>''-^ 5 b\ N, N' -;^/U:iii—Jly'J^^i^ 
-Hs 2-^'aa-l, 3 - i^';^ S :J^Vnr.'> A 

[0 062]RiE{±. 3lS-2 0~+5 0-CT*0. 5- 

y , h /ux y ^ h' ^^SJ^-fl^^S, 7^ h 7 b K a 7 
S/xf-;Px— x/P^Srii'cox— f-zP 

[0063] ( b ) ^(10) ifzii^ 
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(11) X'7r:^tii>it^m<7)t'-hCi>i—yi^^^^yy. 

^T=?T3ifc*«-c#i.. Kma. as-2o~+5o-c 
y-fb^'fl:**®, N , N - v'V f-;urf-^;i'i>,T 5 H , 

[0064] ( c ) fiO^KJOi, ( a ) O^KJEt 
[0 0 6 5] (d) (Dm-kRmii. {hXDm^^f^b 

izm\'^t:>it?>^f¥X''frhtit, ^(12) izt5 

V^TR 1 1*«. t e r t -•Th^i^^fl'^^-Ji^X'^m 

[ 0 0 6 6 ] ^ ( 1 ) T^^tlUt^<^^ii. ^ 

( 1 ) x'^^it^^t-^^mm.-rhKmx'^i^^zt tt- 
So ^cr)mtLx\i. mtit^m, m^tyi^mm. mm. 

;i.xy;:^;l.d^^S!^ri:'<0^iS$-^tf S C: i: j&^T^ I. , 
::*i^>(50*gt4Jt7U-«s<7)^ ( 1 ) cO-fb-^tlsiSIt: 

[ 0 0 6 7 1 5^ ( 1 ) ■C*$iil.-fl:-&!feJis ^a-^ 
[00681 ^Siagcot;^ h yffiiT-lr^/Hblf^PaWf^ 

■m.tz\tmmm\h\^x-Mmx'hh. c:iT-«coti 
m.z^^hm.%h\t. w&m^. 

[0069] ®em«fc«i^ttfijfli«. isttejfiLJH, m 
w«)ias. aw^^s mrn^. m^m. 

mmS,. IBJtaS, feS^, 

/i^y^f h'ja«, sttHfeH, -ti^iii. 



»l*]H. WJ^IfflflaB. •>-<yl-A;?.B«. ^IK^^flSM 

y^-mmmiiv y.fm&. m^mmit'jy 
^tt*«igtm, mm.. ^>^^m^. ^mmm. 

[0070] i^mn<^^^'^it^\i. mm^uh lt 

\mm\t:m^^xwm^ixh, z.<DmmmbLx\i.^ 
m<r>^m)3iim^m\.zm^xwsix'^ . ^ff^vtmim:^ 
cot Lxm\. im. m\. m\. mi 

[0071 ] mm<r>mm^zm^uz^.Lxki. fiw^t 

m<im-thzh-h^x'^h. i(r)mtLx\t. mtmi 
m. VY^n. "fy-ry. wmiv-^-^d^. A:tvy. 

ym. -fe:7f-y?§?S, ^;l'--K=¥>'^f-/Hr/Un-x. -fe 
7 ■/ 1?' . ^ ■f-lV-»z)VU—7. . *r y t':z;wb-D U K i^^co 

iS-^sij, m^fyry. T)v^ym-YV^)^M.. Ayr- 

mmcmmx. i^v-^vy. ^yyym<r>^mi. r 
yyy. fim. ij:^')y. ^yvi--{h. ^o^r 

^J, ^;t{f^35<i^. -fe'7^>'SS^. M^ttsa^. y 

[0072] ^<mm.zwi^h\,zm\^x\±. ffif^t 

y-y/fyhm. ■^y^y^(r>m-^m. ^fi-:^^- 
T.iDw^^h.. ijyr-y^%'mmif^mft:>ixh, 
[0073] i]r^)vmt. ^(z$6v^fflsws*BE^'fi: 
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[0074] miMb Lxmm-f-h^. mi fima 
X r/mmmimm $ n . *^jfli?s t^^x-hhzt 

lil»BSx;?.x^l^^Srttffl-rS-i:**T-§«.. ::<^it^ 

j> V ^{±^ u -fe y ^ m^m^iz^m $ -frx t <t < , 

[0075] ^W»mj^&t:ig LTJi. ffl«Jt 

Lxm^jmcohcoiJKKmm-t^zbt^x't^, -eco 

&T;U3— 1SST/1^:3— ^l^'Ox;?.^^!^, ;Ki;xf- 
Uyf>'V ■=i-J\^i:mf^^tt/^X'^ * . 

[00761 $ hiZ'js^izmtxm^^i. «fl^Js s 
siji^j. -^^mm'm(^mMM,'S:mMmmz-^^ 

^■^hZthX'^^, 

[0077] *%BB£7)-*xii,<^Easi||pJ4»t:r-^^$ii-i. 

^^^^)j«:H-fb-&!a<?)S{s. mzm^^ti-riz}jim.&t^ 
t>xKmi^tthifi. mnrnwrn^m^^z^i-? om 

[0078] ^^m<7)zix£^mMm^\cDi9L^i7miimz 
mmii^j:<. ^MMmmm. .^.^(^^m. m^L m.%cr> 
ws.i6xx/^am(r)^mz^t.tz:fimx'^^-^tii>, m 
umm. Km. mi mmm. mM. mw^mxif:^ 

Lxmm^^^-^ti. ^ t>iZ'Sm>,zm^:^xsmx'm^ 

[0079] ^wm^ithm^mm9i^mi. m 
izx osssstR^iii.**. mmm^&-ii^it^cr,m.b l 

Tfis i*aikglO, -BltJO.OOOl-lOOmggJgi: 

^l:-&!t*i***5o. 001-1 .000m g <0KH-c-^*$ix2. - i: 

[0080] *f|BBc^5^ ( 1 ) •C'?S$ixS'fL-^*5 XT/ 

^c^mi. ^^miz^m^^^-tts.^Aizi5\,^xmit^ 

[008 1] 

mmm] i;j.Tiz:^^mi:mmmx'mmizmm-t^ 
Mmm 1 ( t X h >ffitT-tr^;Hi:i^iaiif^ffl ) 

(1) [3H] r-fe^;i't;^h:^c7)iSS 



K562ilBBa ( 1 08{i) ^ [3H] n-iSM^b'J'^-^ 
T-MML. ^fflA.«0:trft (J. Biol. Chem. . 
265: 17174. 1990) l,Z^-oX\i^hyi:m 

^2 ) °\zxhyfSiT-ti-Mmm(r)^-!&mm. 

K5 6 2asaa(2. 5X1 08ffl) iO^t^c^SSrB 
mh<^:fjW: (J. Biol. Chem. , 265: 17 
17 4. 1 99 0) tliOttaL. 'E-<7)aaiS^Mon 
oQ HR5/5 (7r;Pvi^Ttt) Srffli-V 0-lM 
c^NaC 1 c7)JiUK^iat^J: OhXhV-iir-b^MtBS^ 

( 3 ) h ^Bir-fe^/HbSfSfflWvgttcosys 
( 1 ) x-mmLfz [3H] r-fef-^pbxhi'Sri oo// 
g/m 1 1 ( 2 ) T'PML/>:bx b:^ffiir-fe^;Wl:^ 

^ffi2 X/ 1 &-&OM«?SA [fflfig : 5 mM U ^M:^ 'J 
A ( pH7. 5 ) . 5%:/i;-fe:D— 1 3mM ED 
TA] SOmI'PX'. 1 0t«-^3 7°C{CTRJ5Sr$-y: 
fc. 2. 5aSJMB!Sr^nLTRlE^f?jht^wf^, 
x^;W5 5 0/i 1 ?rap;i. ;K;U-r y i^^fciL^iS't^Sr^T 
V\ g^B!Xf-;U^4 0 0/i 1 5ri^:xf-V— i^gy.'NMr 
;UCS5IXL. 2m 1 ^-?rJP;tTKiBtCj: 
OjaSIL^ i^McoiScStJSttSraS^t^. bxh 

Msoizmm^. mmmAX'm:s.mitxRm^(,zmn 
Lx. 5 0%<7)mmmm^mm-t&mii<7)mm ( i 

Cso : AtM) -^^iTJ^C. HSfcfeSS-. ^-2 

[*1 5~SI1 7] tC^L:'::. 
[0082] 
[^15] 

m-2 b X h :/]Kr-bf-;Hb»«ffiWffl 



1 ^-^-fb-^it^^ 


( I C60 : AtM) 


1 


2. 


0 1 


4 


9. 


1 3 


5 


4. 


20 


8 


4. 


23 


9 


7. 


0 1 


1 1 


18. 


50 


1 2 


6. 


89 


1 3 


0. 


87 


1 4 


3. 


22 


1 5 


3. 


72 


1 6 


2. 


88 


1 7 


2. 


66 


1 8 


2. 


43 


1 9 


1 . 


94 


20 


5. 


1 1 


22 


2. 


4 6 
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63 4. 76 

[0083] 64 0. 53 

[^161^-2 m (I) 65 4.36 

6 6 3. 5 9 

mm^^SP^CO iSttii 6 7 2. 2 0 

1 tfcO^k-^S^ (IC6o:>^M) SK-^h'J't^A 190 



23 3. 30 [0085]#*««J1 

24 1.69 N- (2-rSy7x-;W) -4- [N- (t^'Ji^'y- 

25 4.53 3--f;U) ;<h^i^;<^;Urf<-;l^r5y^^;l^] '<>>XT 
2 6 7.0 7 5 F (Ife- 1 : -fk-^S-^l 4) co-^^ 

27 8.7 7 (1-1) 4-r5y^^;l^.&SSS21 g (140 

28 1.80 mmo 1 ) «0i^:7na;<:$'>' (4 5 Om 1 ) 

2 9 4.85 N 'Jxf-;UTS>4 2ml (30 Ommo 1 ) Hat 

3 0 5.0 4 tK^^T, F^^3~8-CtC«*,^*<<^>«|7Khy7;k 

31 10.43 :tnif®6 0g (287mmo 1 ) cOi^'^oa^rJ'y 

32 24.30 (50mi) mm^mTLtim. sm^mn Ltz. mm 
3 3 3.0 1 mv7i<'i^iz^&m?:hiffzm. ^(^izioxmmmm 
3 4 4.1 1 vmmzLtz. iffrtattiyji^mimm^. ^iR. ^mt- 

36 6.89 aClttCiO^ 4- (N-hU^yUsfor-fe^/WrS/ 

3 8 1 2.2 5 ^,&Sg!30g (JR^87%> SrfLSfellf^sfc 

3 9 1.42 LTtfit. 

4 0 1.7 5 IH NMR(Z70MHz, DMS0-d6)5ppin: 4.47(2H,d.J=5.8Hz). 

4 1 3.7 2 7.39(2H,d,J=8.1Hz), 7.93(2H,d,J=8.1Hz), lO.OSdH, 

4 2 2. 9 9 t,J=5.8H2), 12.95(lH,br.s). 

43 3. 27 [0086] (1-2) o -7 x-l^ Vv-'T 5 >" 1 0 

4 4 5.4 0 8g ( 1 . Omo 1 ) co>'*:t^-^>' ( 1 0 0 Om 1 ) J§ 

— miz 1 m^^m^ti- h u '^atkjsm ( 5 o o m i ) ^sp 

[0084] 7k?^T>-'tert-yhJf>'>'';&-^f^— b2 18 

[«17]S-2 ^#(2) g ( 1 . 1 mo 1 ) cTjy^dr-^-:^ (500m 1) 

miti, mi&Tem^mmk. -vmrnLtz, mm^: 1 

mm^mm<r> vseffi /2St2^-cififfiLf>:f^. ifs?:i:^;i'-c'tttijL/i« 

a- 1 rpcoit-^m^ (I C50 •• M ) a^taftcft^^-c^rtf*, mm^^* Lxmtzn 

— — i&^>'V:^yj\^:^^^^^'7hi^yy ^— (^?Da;^;^ 

45 3.9 0 A) -C«St. #'^it^cBI*^:iif-;Wx-7";i.rWt- 

46 4. 1 7 SittCiON-t e rt-yb=Jfi^X?;l-^-;J^-o- 

47 2.50 7i-P>'>^*r5>6 8. 4g (1R^3 2%) ^efe® 

4 8 2. 3 0 ^^sfcLT^I^. 

50 4. 86 IH NMR(2r70MHz, CDC13)^PPin: 1.51(9H,s), 3.75(2H, 

51 2.12 s), 6.26(lH,s), 6.77(lH,d.J=8.1Hz), 6.79(lH,dd,J= 

52 3.86 7.3,8.1Hz), 7.00(lH,dd.J=7.3,8.1Hz). 7.27(lH,d.J= 

5 3 2. 5 2 8.1Hz). 

54 1.22 [00871(1-3) X.m (1-1) X-^l^f^tltZ^t 

55 2.63 -^30g ( 1 21mmo 1 ) cTji^^^oa.X^S'y (20 
57 2.22 Om 1 ) 7K?#L^*i^, (rtiSl 0~1 5°C) 

5 8 3.4 8 jfdflf U;W^'D9^ K2 1 g ( 1 6 5mmo 1 ) S:^^ 

59 1.00 izmrtfz, ^<^mizb^t'%' (iiX^ 2ml mr-t^ 

6 0 1.92 • Sl:0 . 1 m 1 ) DMF^mtfZ. ^MMTtk. m&f}^ 

61 3.14 .' ±^htx'm.nL. ^(TMAO'CTim^mnLfz. m 

6 2 3. 1 7 m^S^Lfzik. h;UX>'Tja*J^5i-=Sf-!f';/W^07^ 
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KS-Si^L. wmi^^o^^i^y ( 1 00m 1 ) izmm 

Lfc. ( 1 - 2 ) 'C:'%^tLfz^t^2 2 g ( 1 1 0 
mmo 1 ) fO>''^an^^'> (10 0ml) -tUi^^ 

(200ml) mmiz. ^ticp^tfcK^'n^'f vmwL 

SS^-r^ClttCiO. N-[2-(N-tert 
-yh=3f>';*;P*'-;i') r5y7x-;u] -4- (n- 
hU7;l'5}-or-fe^;Pr5y^^yl') O-XTSh'2 8 
g (JR*5 8%) ^?ig^feiai*:fcLTt#f>!. 
IH NMR(270MHz, DMS0-d6) ^ppai: 1.44(9H,s). 4.48(2H. 
d.J=5.9H2), 7.12-7.23(2H,m), 7.44(2H,d, J=8. IHz) , 
7.54(2H,d,J=8.1Hz), 7.94<2H,d,J=8.1Hz), 8.68(lH,b 
r.s). 9.83(lH.s), 10. lOdH.br.t, J=5. Wz) . 

[0088] (1-4) XS ( 1-3) co-fb^l 3 
g ( 3 Ommo 1 ) (JO^iJ^y-ZU (12 0ml)-* 

( 180ml ) mmm^zmm^V'7J^4. is (3 4m 
mo 1 ) Srini.. 7 0X:X'4^mm^WLt:. ^uu 

-N- [2- (N-ter t-:/hdf.i^;<,/l.;if-;I^) T 
Sy7x-;l^] '<i'XT5 K 1 0. 3g (^W) ^fj!? 

IH NMR(270MHz, DM50-d6) 5ppm: 3.80(2H,s), 7.13-7.2 
3(2H,ni), 7.48-7.58(4H,ni), 7.90(2H,d,J=8.1Hz), 8.69 
(IH.br.s). 9.77(lH,br.s). 

[0089] (1-5) s-euv-'v^^y-^i-ss 

4mg (3. 5mmo 1 ) ^ 5 m 1 COIE^T H F j§» 
L. N, N" -:^)V:^^=.)i''J^ i.yV—)V5 23m% 

(3. 2mmo \) ^mx^-cmttz. 1 ^ra«#L;7t 

X@(l-4)«'fl:^l. Og (2. 9mm o 

1 ) (r>^TnFmmem 1 iMtfz. mi^x—mis. 

9X3U7t^)VM,10 0m\ ^Mt. *2 0m 1-C-3III 



0:1) T^SSL, N-[2-(N-tert-7'h=3r 
i^;!?;l'^-/l') 7'Sy7*-;l^] -4- [N- (fji.^' 

XT5K1. 2g2:rt/U7r;^^*lI«si:LTfi';t 
i«) . 

IH NMR(270MHz, CDC13)^ppm: 1.51(9H,s), 4.45(2H.d. 
J=5.9Hz). 5.16(lH.s).7.10-7.50(7H.in). 7.70(lH,d.J= 
8.1Hz), 7.80(lH,d.J=7.3Hz), 7.93(lH,d,J=8.1Hz), 8. 
57(lH,d.J=4.4Hz), 8.63(lH,s), 9.17(lH.s). 
[009 0] (1-6) ( 1-5) co-fk-^l . 

2g (2. 8mmo 1 ) ^}<-S>J~)V\ Om 1 tC^^L 

tz. A^mM.-v:^^^ymm2Q)m i s-jni., 
T' 1 . 5 tTt , h >; A7K?§?g{c$> 

ttT'cf^, :7aD*;l^A6 0m lT'3[HlttttiL/c. f&M-^ 

fflLTO. 8 8gc7)SS^BS:#fc. OV%TX:^y-;H6 
m lTSi^SS:^TV\ N- (2-T5y7x-;U) -4 
- [N- (truyy-3-'fyl/) .X h^f >':<?;l/d<::i;l/r 
'OXrS H668mg (I|X*73%) S: 

mp. 159-160°C. 

IH NMR (270MHz, DMS0-d6) 5 ppm: 4.28(2H,d, J=5.9Hz) , 

4.86(2H,s), 5.10(2H,s). 6.60(lH,t. J=7.3Hz) . 6.78(1 

H,d,J=7Hz), 6.97(lH,t,J=7Hz). 7.17(lH.d, J=8Hz), 7. 

3-7.5(3H,iii), 7.78(lH,d,J=8Hz). 7.93(2H,d,J=8Hz) , 

8.53(lH,d.J=3.7Hz). 8.59(lH,s). 9.61(lH.s). 

IR (KBr) CD- 1 : 3295 . 1648 , 1541 . 1508 , 1457 , 1309 , 1183 , 74 

2. 

[009 1] 

[ w^<rm^ ] b X h vwr^&)v\Y^^m 

w%tz\t^mmn):.\^x^mxi>h, ^\zwmh. 
\,x%m^-m<. jiiM^Mas, mmmz-rnixh^. 



(51)Int.C1.6 ^fJiE-§- 
A6 1K 31/44 ADA 
ADU 
ADZ 
AGZ 

// A 6 1 K 48/00 



A 6 1 K 31/44 



ADA 
ADU 
ADZ 
AGZ 



Copied from 1052282^ on ()2/2n/2()<)8 



I^m^ 1 1-302 1 73 



(72)3%BM 4'B m (72) ^Bj^ mm Bn=F 



Copied from 1052282^ on ()2/2n/2()<)8 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

irfsLACK BORDERS 

□ IMAGE CUT OFF AT TOP,' BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

0 BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



Copied from 1052282^ on ()2/2n/2()<)8 



